As described in the Experimental Procedures, we have determined the cDNA nucleotide sequence of the light and heavy Conclusions: The relatively small area of contact between Fab13B5 and p24 may be related to the fact that the epitope is chains of 13B5 Fab and report in Figure 1 the corresponding amino acid sequences. The uncomplexed structure is of the a continuous peptide rather than a more complex protein surface and correlates with a relatively low affinity of antigen and antiFabЈ13B5 (obtained by pepsin cleavage), whereas in the p24 complex crystals, the Fab was used (obtained by papaïn cleavbody. Despite this, a significant quaternary structural change occurs in the Fab upon complex formation, with additional smaller age). As the slightly different Fab heavy chain length in each case is unlikely to have a direct impact on the binding interface, for adaptations of both antigen and antibody.
clarity, we use the term Fab for both the molecule found in the complex as well as the free FabЈ. In the following, the Fab will which are type 1, 1, 1, and 2, respectively. L3 of type 3 is less well structurally predicted than the other CDRs because of a Phe-L94[L96] instead of a Pro at this position. The 3 Å resolution structure of the Fab13B5-RH24 complex (Figure 2 ), solved by molecular replacement using the Fab13B5 structure, was refined to an R factor of 21.6% and R free of 28.2% [18] . The antigen-bound Fab13B5 consists of the same residues as for the free Fab13B5, with regions L152-L155 and H134-140 again poorly ordered. The model of p24 starts at residue P13 and ends at residue P220 (p24 numbering), with the first 27 amino acids, including the His-tag and the last 8 residues of RH24, missing. p24 is composed of flexibly linked N-terminal and C-terminal helical domains (Figure 2) . We have recently found that the structure of the Fab13B5-p24 complex is essentially unchanged when, instead of RH24, a p24 construct with a mature N terminus (Pro-1) and a C-terminal extension (the p2 or SP1 peptide) is used (C. B.-C., H.-G. K., and S. C., unpublished data). The only significant difference is that, in this case, the N-terminal of p24 is ordered and forms a hairpin structure with Pro-1 buried and interacting with Asp-51 as previously described [24] . The p2 peptide is disordered, as also reported in a structure of a similar p24 construct [25]. contacts observed in the 1AM3 structure are less extensive than those found in the complex structure. It is therefore reasonable The most significant deviations between complexed and uncomplexed Fab concern the region H99 to H108 of CDR-H3, to imagine that the uncomplexed state of p24 in this region is close to the 1AM3 structure and that the observed movement is where the rmsd over all atoms is 1.8 Å . In fact, CDR-H3 moves away from the VH domain as if it was more rigidly fixed to the due to binding to the Fab, this new arrangement being stabilized by two additional hydrogen bonds. It would be desirable to vali-VL domain during the binding-induced relative rotation of VH and VL. This is understandable, as analysis of the VH:VL interaction date this conclusion with a structure of the C-terminal domain, which does not have crystal contacts in this area and has an shows that half of it is made by the CDR-H3 of VH. 
Antigen Binding Site

Biological Implications
complex allows an analysis of the adaptation of the Fab variable domain, and we find structural adjustments at various levels. At the quaternary level, a large relative rotation of 8Њ between the In this study we examined the effect of the binding of p24, the capsid protein of HIV-1, to a fragment of a monoclonal antibody variable regions of light and heavy chains is observed while preserving a similar area of contact between the two chains. There (Fab13B5) recognizing its C-terminal domain on the structure of both the Fab and the antigen. The structure of the complex Fabis also a concerted movement comprising CDR-H3 (H99-H108), which remains rigidly attached to the VL domain rather than the p24 was solved and described recently to 3 Å resolution [18]. We report here the structural determination of the Fab13B5 alone VH domain and which allows the epitope to penetrate deeper into the Fab surface. At the more local level, side chain movements are to 1.8 Å . We also analyze the structural changes observed between the Fab bound to p24 and the "free Fab" as well as p24 essentially located in the VH domain. A similar analysis for the p24 epitope, which comprises a helix-turn-helix motif, is possible bound to the Fab and the "free p24" [19] .
In terms of buried surface area, the antigen binding site is using the structure of the isolated p24 C-terminal CDR-L3  CDR-H1  CDR-H2  CDR-H3   W90  N91  Y92  F94  T30  S31  Y32  T33  Y50  N52  Y57  N59  V101  Y105  RH24 [ 1V  6V  H-1V  2V  ----------L205  ---1 V  ----H-1V  3V  G206  --------3 V  -----P207  --------2 V  -4 V  1 V  --A208  -------1 V  H-7V  H-3V  2V  ---A209  ---------2 V  ----T210 - 
